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 RCAS1(Receptor-binding Cancer Antigen expressed on SiSo cells)ࡣࣄࢺᏊᐑ㢁⒴⣽⬊ᰴ SiSo࡟
≉␗ⓗ࡞ࣔࣀࢡ࣮ࣟࢼࣝᢠయ࡛࠶ࡿ 22-1-1ᢠయࡀㄆ㆑ࡍࡿ⭷ᢠཎ⺮ⓑ࡜ࡋ࡚ྠᐃࡉࢀࡓࠋࡇࡢᢠཎࡣ
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ࢫ࡟ࡼࡿ⣽⬊Ṛࢆㄏᑟࡍࡿࡇ࡜ࡀ☜ㄆࡉࢀ࡚࠸ࡿࠋᮏ◊✲࡛ࡣࠊ₢⭷ᾐ₶⫶⒴ᝈ⪅ࢆᑐ㇟࡟ RCAS1
ࡢⓎ⌧ࢆච␿⤌⧊໬Ꮫⓗ࡟᳨ウࡋࠊ⮫ᗋ⑓⌮ᏛⓗㅖᅉᏊ࠾ࡼࡧணᚋ࡜ࡢ㛵㐃࡟ࡘ࠸᳨࡚ウࡋࡓࠋࡲࡓࠊ
⭘⒆ෆᾐ₶ࣜࣥࣃ⌫㸦TIL㸧ࡢ࢔࣏ࢺ࣮ࢩࢫࡢ㢖ᗘࢆ⟬ฟࡋ࡚ࠊRCAS1ࡀච␿ᢸᙜ⣽⬊࡟୚࠼ࡿᙳ㡪
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 ⾡๓໬Ꮫ⒪ἲࡢ᪋⾜ࡉࢀ࡚࠸࡞࠸₢⭷ᾐ₶⫶⒴ 129౛ࢆ↓సⅭ࡟ᢳฟࡋࠊࡑࡢᡭ⾡ᶆᮏࡢࣃࣛࣇ࢕
ࣥໟᇙษ∦ࢆ⏝࠸࡚ᢠ RCAS1ᢠయ࡟ࡼࡿච␿ᰁⰍࢆ⾜ࡗࡓࠋ⒴⣽⬊ࡢ 25%௨ୖࡀᰁⰍࡉࢀࡓࡶࡢࢆ
RCAS1 ᙉⓎ⌧⩌ࠊࡑࢀᮍ‶ࢆᙅⓎ⌧⩌࡜ࡋࡓࠋࡲࡓࠊ㐃⥆ษ∦࡛ T ࣜࣥࣃ⌫ࡢ⭘⒆ෆᾐ₶ᐦᗘࢆィ
 ࡋ࡚㧗ᾐ₶⩌࡜పᾐ₶⩌࡜࡟ศࡅࡓࠋTIL ࡢ࢔࣏ࢺ࣮ࢩࢫࡢྠᐃ࡟ࡣᢠ ssDNA ᢠయ࡟ࡼࡿච␿ᰁ
Ⰽࢆ⾜࠸ࠊTIL 1000ಶ࠶ࡓࡾࡢ㝧ᛶ⣽⬊ᩘࢆ Apoptotic Index㸦AI㸧࡜ࡋ࡚⟬ฟࡋࡓࠋ
⤖ ᯝ
 ₢⭷ᾐ₶⫶⒴ 129౛୰ 70౛㸦54.7%㸧ࡀ RCAS1⺮ⓑࢆⓎ⌧ࡋ࡚࠾ࡾࠊࡇࡢ࠺ࡕ RCAS1ᙉⓎ⌧⩌
ࡣ 33౛㸦25.6%㸧࡛࠶ࡗࡓࠋ⮫ᗋ⑓⌮ᏛⓗㅖᅉᏊ࡜ࡢẚ㍑࡛ࡣࠊᮍศ໬ᆺ࠾ࡼࡧ 2⩌ࣜࣥࣃ⠇㌿⛣౛
࡛᭷ព࡟ RCAS1ࡀᙉⓎ⌧ࡋ࡚࠸ࡓ㸦P㸺0.05㸧ࠋ
 ࣜࣥࣃ⌫ࡢ AIࡣࠊTILపᾐ₶⩌㸦9.2s7.2㸧ࡀ㧗ᾐ₶⩌㸦7.1s5.6㸧ࡼࡾࡶ᭷ព࡟㧗࠿ࡗࡓ㸦P㸺
0.05㸧ࠋࡲࡓࠊRCAS1 ᙉⓎ⌧⩌㸦AI=9.5s7.0㸧ࡣᙅⓎ⌧⩌㸦ྠ 7.5s6.2㸧࡟ẚ࡭࡚ࣜࣥࣃ⌫ࡢ࢔࣏
ࢺ࣮ࢩࢫࡀㄏᑟࡉࢀࡸࡍ࠸ഴྥ࡟࠶ࡗࡓ㸦P=0.057㸧ࠋ࡜ࡃ࡟ TILపᾐ₶⩌ 55౛࡟㝈ࢀࡤ RCAS1ᙉ
Ⓨ⌧⩌16౛࡜ᙅⓎ⌧⩌39౛ࡢAIࡣྛࠎ12.4࡜7.9࡛࠶ࡾࠊ୧⪅ࡢ㛫࡟㢧ⴭ࡞ᕪࢆㄆࡵࡓ㸦P㸺0.05㸧ࠋ
 Kaplan-Meier ἲ࡟ࡼࡿ 5 ᖺ⏕Ꮡ⋡ࡢ᳨ウ࡛ࡣ RCAS1 ᙅⓎ⌧⩌ࡀ 77.9%ࠊᙉⓎ⌧⩌ࡀ 48.4%࡜
RCAS1 ᙉⓎ⌧⩌ࡢணᚋࡣ᭷ព࡟୙Ⰻ࡛࠶ࡗࡓ㸦P㸺0.01㸧ࠋCox ẚ౛ࣁࢨ࣮ࢻࣔࢹࣝࢆ⏝࠸ࡓከኚ㔞
ゎᯒࡢ⤖ᯝࠊRCAS1ࡢⓎ⌧ࡣ⭘⒆ᚄࠊࣜࣥࣃ⠇㌿⛣ࡢ᭷↓࡜ඹ࡟⊂❧ࡋࡓணᚋつᐃᅉᏊ࡜࡞ࡗࡓ㸦P
㸺0.01㸧ࠋ
TIL 㧗ᾐ₶⩌࡜పᾐ₶⩌ࡢ㛫࡛⏕Ꮡ⋡࡟᭷ពᕪࡣ࡞࠿ࡗࡓࡀࠊTIL ࡢ AI ࡀ㧗࠸࡯࡝ணᚋࡣ୙Ⰻ࡛࠶
ࡗࡓ㸦P㸺0.05㸧ࠋࡉࡽ࡟ AIࡀ㧗್ࢆ♧ࡋࡓ 51౛࡟ࡘ࠸࡚ࡣࠊRCAS1ᙉⓎ⌧⩌ࡢணᚋࡀ᭷ព࡟୙Ⰻ
࡛࠶ࡗࡓ㸦P㸺0.05㸧ࠋ
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 RCAS1 ࡣࠊࡇࢀࡲ࡛࡟Ꮚᐑ⒴ࠊ༸ᕢ⒴ࠊ⫵⒴࡞࡝࡛ࡑࡢⓎ⌧ࡀ☜ㄆࡉࢀ࡚࠸ࡿࠋࡑࡢᶵ⬟࡟㛵ࡋ
࡚ࡣᮍࡔ୙᫂ࡢ㒊ศࡶከ࠸ࡀࠊᮎᲈ⾑୰ࡢච␿ᢸᙜ⣽⬊࡜ࠊࡑࡢཷᐜయࢆ௓ࡋ࡚⤖ྜࡍࡿࡇ࡜࡛࢔࣏
ࢺ࣮ࢩࢫ࡟ࡼࡿ⣽⬊Ṛࢆㄏᑟࡍࡿࡇ࡜ࡀド᫂ࡉࢀ࡚࠸ࡿࠋࡍ࡞ࢃࡕࠊ⭘⒆ࡣ RCAS1 ࢆⓎ⌧ࡍࡿࡇ࡜
࡛ච␿┘どᶵᵓࢆᅇ㑊ࡋ࡚㐍ᒎࡋ࡚࠸ࡃ࡜⪃࠼ࡽࢀࡿࠋ
 ᮏ◊✲࡛ࡣࠊ₢⭷ᾐ₶⫶⒴࡟࠾ࡅࡿ RCAS1 ࡢⓎ⌧࡜⮫ᗋ⑓⌮ᏛⓗㅖᅉᏊࠊ࡞ࡽࡧ࡟ணᚋ࡜ࡢ㛵㐃
ࢆ᳨ウࡋࡓࠋࡑࡢ⤖ᯝࠊࣜࣥࣃ⠇㌿⛣㝧ᛶ౛࡛Ⓨ⌧㢖ᗘࡀ㧗ࡃࠊ⭘⒆ࡢ㐍⾜࡟కࡗ࡚㧗Ⓨ⌧ࡍࡿྍ⬟
ᛶࡀ♧၀ࡉࢀࡓࠋࡲࡓ⤌⧊Ꮫⓗ࡟పศ໬࡞⒴࡯࡝Ⓨ⌧ࡀ㧗࠸࡜࠸࠺⤖ᯝࡶᚓࡽࢀࠊ⏕≀Ꮫⓗᝏᛶᗘ࡜
ࡢ㛵㐃ࡶ⪃࠼ࡽࢀࡿࠋࡉࡽ࡟ࠊRCAS1 ᙉⓎ⌧⩌ࡣᙅⓎ⌧⩌࡟ẚ࡭࡚ணᚋࡀ୙Ⰻ࡛࠶ࡾࠊ⊂❧ࡋࡓண
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 RCAS1ࢆᙉⓎ⌧ࡋ࡚࠸ࡿ⩌࡛ࡣ TILࡀ࢔࣏ࢺ࣮ࢩࢫ࡟㝗ࡿ㢖ᗘࡀ㧗ࡃࠊࡇࡢഴྥࡣࣜࣥࣃ⌫ࡢᾐ
₶⛬ᗘࡀ㍍ᗘࡢሙྜ࡟㢧ⴭ࡛࠶ࡗࡓࠋࡉࡽ࡟ࠊAI㧗್⩌ࡢ୰࡛ࡶ RCAS1ᙉⓎ⌧⩌ࡢணᚋࡣ≉࡟୙Ⰻ
࡛࠶ࡗࡓ୍ࠋ ᪉ࠊ⭘⒆ෆ࡟ࣜࣥࣃ⌫ࡀ㧗ᾐ₶ࡋ࡚࠸ࡿ⩌࡛ࡣ RCAS1ࡢⓎ⌧㢖ᗘ࡟㛵ࢃࡽࡎ AIࡣప್
ࢆ♧ࡋࡓࠋࡇࢀࡽࡢ஦ᐇࡣࠊRCAS1ࡀච␿ᢸᙜ⣽⬊ࢆᨷᧁࡋ࡚࠸ࡿ⌧㇟ࢆච␿⤌⧊໬Ꮫⓗ࡟ㄝ᫂ࡋࠊ
RCAS1 ࡢච␿ᅇ㑊ᶵᵓࡀணᚋ࡟ᙳ㡪ࡍࡿࡇ࡜ࠊࡑࡢస⏝ࡀᐟ୺ࡢ㜵ᚚᅉᏊࡢ≧ែ࡟ࡼࡗ࡚኱ࡁࡃᕥ
ྑࡉࢀࡿࡇ࡜ࢆ᥎ ࡉࡏࡿࠋ
⤖ ㄒ
 RCAS1 Ⓨ⌧ࡢ᳨⣴ࡣࠊ㐍⾜⫶⒴ᝈ⪅࡟࠾ࡅࡿணᚋ࠾ࡼࡧ⏕≀Ꮫⓗ≉ᛶࡢண ࡟᭷⏝࡛࠶ࡿྍ⬟ᛶ
ࡀ♧ࡉࢀࡓࠋࡲࡓࠊRCAS1࡜ TILࡢ࢔࣏ࢺ࣮ࢩࢫ࡜ࡢ㛵㐃ࢆㄪ࡭ࡿࡇ࡜࡛᪂ࡓ࡞⒴ච␿἞⒪ࡢ㛤Ⓨ
࡟ࡘ࡞ࡀࡿྍ⬟ᛶࡀ࠶ࡿ࡜⪃࠼ࡽࢀࡓࠋ
ㄽ ᩥ ᑂ ᰝ ࡢ ⤖ ᯝ ࡢ せ ᪨
 ᮏ◊✲ࡣࠊ㐍⾜⫶⒴࡟࠾ࡅࡿ RCAS1 (receptor-binding cancer antigen expressed on SiSo) Ⓨ⌧࡜
ᝈ⪅ணᚋ࡜ࡢ㛵ಀࢆ᳨ウࡋࡓࡶࡢ࡛࠶ࡿࠋRCAS1Ⓨ⌧㢖ᗘࡣ 54.3%(70/129)࡛࠶ࡗࡓࠋRCAS1㧗Ⓨ
⌧ࡣపศ໬⭢⒴࡟ከࡃぢࡽࢀࠊࣜࣥࣃ⠇㌿⛣㝧ᛶ౛࡛㧗㢖ᗘ࡛࠶ࡗࡓࠋ⾡ᚋ㸳ᖺ⏕Ꮡ⋡ࡣࠊRCAS1
㧗Ⓨ⌧౛࡛ࡣ 48.4%ࠊపⓎ⌧౛࡛ࡣ 77.9%࡛࠶ࡾࠊ㧗Ⓨ⌧౛ࡣపⓎ⌧౛࡟ẚ࡭࡚᭷ព࡟ணᚋ୙Ⰻ࡛࠶
ࡗࡓࠋࡲࡓࠊRCAS1 㧗Ⓨ⌧౛࡛ࡣ⭘⒆ᾐ₶ࣜࣥࣃ⌫࢔࣏ࢺ࣮ࢩࢫࡀ㧗㢖ᗘ࡟ㄆࡵࡽࢀࡓࠋࡇࢀࡽࡢ
⤖ᯝࡣࠊ⒴⣽⬊ࡢච␿┘どᶵᵓ࠿ࡽࡢ㐓⬺࡟ࠊRCAS1 ⺮ⓑࡀ㔜せ࡞ᙺ๭ࢆᯝࡓࡋ࡚࠸ࡿྍ⬟ᛶࢆ♧
ࡍࡶࡢ࡛࠶ࡾࠊ࠶ࡁࡽ࠿࡟Ꮫ⾡ࡢỈ‽ࢆ㧗ࡵࡓࡶࡢ࡜ㄆࡵࡿࠋ
